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DETAILED ACTION 

Claims 20-34, 37-40 are pending in the application. 

Claim Rejections - 35 USC § 102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

Claims 20-23, 25-29, 37 and 38 are rejected under 35 U.S.C. 102(b) as being anticipated 
by Contag et al (US 5,650,135, see IDS). 

The claims are drawn to a method of to evaluate a candidate protocol or drug for treating 
a disease or disorder by administering said protocol or drug to a non-human mammalian animal 
which expresses a fluorophore under the direction of a promoter of a gene associated with said 
disease or disorder, and determining the expression of said gene via observing the presence, 
absence or intensity of the fluorescence generated by said fluorophore at various locations in said 
mammalian subject by whole body external fluorescent optical imaging, and comparing it to a 
control non-human animal. The claims are further drawn to said method, wherein the non-human 
mammalian animal that expresses a fluorophore, for example, a GFP, is generated by 
administering a nucleic acid encoding the fluorophore operatively linked to the promoter of the 
gene, or delivering a cell containing said nucleic acid, or a transgenic animal. Claims 37 and 38 
are drawn to a method for a modulator of the expression of a gene in a multi-cellular organism 
by the above mentioned method steps. 
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Contag et al. disclose a method of evaluate drug for treating a disease by by 
administering said protocol or drug to a non-human mammalian animal which expresses a 
fluorophore under the direction of a promoter of a gene associated with said disease or disorder, 
and determining the expression of said gene via observing the presence, absence or intensity of 
the fluorescence generated by said fluorophore at various locations in said mammalian subject by 
whole body external fluorescent optical imaging, and comparing it to a control non-human 
animal (see for example, col. 3, lines 59-61). Contag et al. also disclose that the fluorophore 
such as GFP may be used (see col. 9, lines 29-32). Contag et al. further disclose that the nucleic 
acid comprising the promoter and a fluorophore may be introduced to said non-human animal 
(see col.3-4, bridging paragraph), or transgenic animal comprising a transgene having the 
promoter and the fluorophore may be used (see col.4, lines 17-21). Contag et al. also disclose 
said method can screen modulator, such as a promoter activator (see col.4, lines 6-9). Contag et 
al. also disclose using cells, such as Salmonella, transformed to express fluorophore, in animal 
models of human diseases (see col. 25, lines 48-65). Therefore, Contag et al. disclose the 
instantly claimed inventions. 

Claim Rejections - 35 USC§112 
The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 20-34 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to comply with 
the written description requirement. The claim(s) contains subject matter which was not 
described in the specification in such a way as to reasonably convey to one skilled in the relevant 
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art that the inventor(s), at the time the application was filed, had possession of the claimed 
invention. 

The written description requirement is set forth by 35 U.S.C. 112, first paragraph which 
states that the: "specification shall contain a written description of the invention. . .[emphasis 
added]." The written description requirement has been well established and characterized in the 
case law. A specification must convey to one of skill in the art that "as of the filing date sought, 
[the inventor] was in possession of the invention." See Vas Cath v. Mahurkar 935 F.2d 1555, 
1560 19 USPQ2d 1111,1117 (Fed. Cir. 1991). Applicant may show that he is in "possession" of 
the invention claimed by describing the invention with all of its claimed limitations "by such 
descriptive means as words, structures, figures, diagrams, formulas, etc., that fully set forth the 
claimed invention." See Lockwood v. American Airlines Inc. 107 F.3d 1565, 1572, 41 USPQ2d 
1961, 1966 (Fed. Cir. 1997). 

In analyzing whether the written description requirement is met, it is first determined 
whether a representative number of species have been described by their complete structure. 
Next, it is determined whether a representative number of species have been sufficiently 
described by other relevant identifying characteristics. The claims recite "a promoter of a gene 
associated with a disease or disorder" and "the promoter is derived from an infectious organism." 
The claimed genus of "a promoter of a gene associated with a disease" encompasses a potentially 
large group of promoters of genes that are supposedly associated with a disease or disorder so 
that therapy or drugs may be evaluated for regulating said promoter activity. However, the 
specification fails to disclose any of such promoters which can be used for the claimed purpose, 
identifying drug or protocol. The specification listed in Table 1 of oncogenes and tumor viruses. 
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However, the specification does not disclose whether promoter from said oncogenes or tumor 
viruses may be used in the context of claimed method for evaluating drugs or protocols. The art 
recognizes there are specific genes that are associated with specific disease. However, even all 
of the promoters from said genes are isolated and operably linked to a fluorescent reporter, 
whether it can be used to evaluate a candidate protocol or drug is unpredictable. For example, a 
compound which can cause a decrease in the expression of an oncogene does not necessary mean 
it may be used to treat cancer. Furthermore, the claims are directed to using promoter of any 
gene that is associated with any type of disease, including promoters derived from infectious 
organism. The instant specification does not describe such promoter to use in the claimed 
method. Since the specification fails to describe this genus of promoter, it fails to describe the 
non-human mammalian subject comprise said promoter operably linked to a fluorophore. As 
such, the specification fails to describe a representative number of claimed invention by their 
complete structure or other identifying characteristics. Therefore, the written description 
requirement is not met. 

Claims 39 and 40 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to comply 
with the enablement requirement. The claim(s) contains subject matter which was not described 
in the specification in such a way as to enable one skilled in the art to which it pertains, or with 
which it is most nearly connected, to make and/or use the invention. 

There are many factors to be considered when determining whether there is sufficient 
evidence to support a determination that a disclosure does not satisfy the enablement requirement 
and whether any necessary experimentation is "undue." These factors include, but are not 
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limited to: (a) the nature of the invention; (b) the breadth of the claims; (c) the state of the prior 
art; (d) the amount of direction provided by the inventor; (e) the existence of working examples; 
(f) the relative skill of those in the art; (g) whether the quantity of experimentation needed to 
make or use the invention based on the content of the disclosure is "undue"; and (h) the level of 
predictability in the art (MPEP 2164.01 (a)). 
The nature of the invention: 

The claims are drawn to a method to screen for a multi-cellular organism that expresses a 
gene at an altered level, by administering a mutation inducing agent or treatment to a non-human 
multi-cellular organism which expresses a fluorophore under the direction of a promoter of a 
gene, and determining the expression of said promoter, wherein a difference between the 
expression of said promoter and a control indicates the gene expression is altered. 

The breadth of the claim and the teaching of the specification: 

The breadth of the claims is rather broad. The claims are drawn to any non-human multi- 
cellular organism comprising any gene promoter linked to a fluorophore, and use any type of 
mutation inducing agent. The instant specification does not teach or providing a working 
example in which the method is carried out, either by using a transgenic multi-cellular organism 
or multi-cellular organism injected with said nucleic acid. Therefore, the instant specification 
provides no guidance in how to carry out the claimed method. 

The state of art and level of predictability in the art: 

The state of art at the time of filing is silent on the teaching of how to practice the 
claimed method. While the art teaches many mutation-inducing agent, it does not teach how to 
induce a mutation in a specific gene promoter in a multi-cellular organism without affecting 
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other gene product. In the whole animal system, the change in the intensity of the fluorophore 
may be the result of interaction with other gene product. Thus, whether the change of expression 
is an indication of the altered gene expression level is unpredictable. 

In view of the lack of teaching from the prior art and lack of guidance provided by the 
instant specification, one of skilled in the art would have to engage in undue experimentation to 
practice the method as claimed. Therefore, the instant specification fails to enable the claimed 
invention. 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 24, 30-34 are rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. 

Claim 24 recites the word "derived." Such recitation renders the claim indefinite because 
the nature and number of derivative process is unknown. It is unclear what structure constitutes 
the infectious organism derived promoter after the derivative process. As such, the metes and 
bounds of the claim cannot be determined. Claims 30-34 are rejected for same reason because of 
their dependence on claim 24. 

No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Celine X. Qian Ph.D. whose telephone number is 571-272-0777. 
The examiner can normally be reached on 9:30-6:00 M-F. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Remy Yucel Ph.D. can be reached on 571-272-0781. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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